Results: S100A11 protein was up-regulated in the muscle from patients with IIMs compared to MG. In PM/DM patients, S100A11 was accumulated in the cytoplasm of regenerating and necrotizing muscle fibers and on the sarcolemma of most fibers. Only some mononuclear infiltrate cells showed S100A11 positivity. In patients with MG, S100A11 was detected on the sarcolemma only. Moreover, S100A11 was increased in plasma of patients with IIMs compared to ] ng/ml; p=0.0076). When divided into groups, patients with DM and CAM showed significant elevation of plasma S100A11 compared to ] and 4.52 [1.53-9.11] vs. 2.84 [1.67-11.18] ng/ml; p=0.004 and p=0.02, respectively). Levels of S100A11 did not differ between PM and HC. In all patients, S100A11 correlated with LD (r=0.300, p=0.001), CK (r=0.217, p=0.025) and AST (r=0.343, p<0.001), with MYOACT (r=0.279, p=0.005) and with muscle, pulmonary and skin disease activity (r=0.199, p=0.040; r=0.224, p=0.025 and r=0.307, p=0.001). S100A11 levels were elevated in autoantibody-positive group compared to autoantibody-negative group of patients with Background: Oncostatin M (OSM) is a pleiotropic cytokine, highly expressed in the RA joint that displays both agonistic and antagonistic effects depending on the inflammatory microenvironment. This study examines the effect of OSM on inflammation, the Notch-1 signalling pathway which plays a critical role in vascular development and angiogenesis and finally on TNFα-induced pro-inflammatory mechanisms in Rheumatoid Arthritis. Objectives: To examine the effect of OSM on cytokine/chemokine production, angiogenesis and the Notch-1 signalling pathway in synovial fibroblasts and endothelial cells and whether OSM potentiates the effects of TNFα-induced pro-inflammatory effects. Methods: Primary RA synovial fibroblasts (RASFC) isolated from RA synovial biopsies obtained at time of knee arthroscopy and human dermal microvascular endothelial cells (HMVEC) were grown to confluence. RASFC and HMVEC were cultured with OSM (10ngml) alone or in combination with increasing concentrations of TNFα (0.01-1ng/ml). IL-6, IL-8, RANTES, GROα and MCP-1 cytokines/chemokines were quantified in culture supernatants by ELISA. Functionally, angiogenesis and invasion were assessed by matrigel tube formation and Transwell invasions assays respectively, and VEGF in cell lysates quantified by Real-time PCR. Finally, Notch-1, its ligands Delta-like-ligand 4 (DLL-4) and Jagged-1 (Jag-1) and downstream transcriptional repressors -Hey-1 and Hey-2 were quantified by Real-time PCR. Results: OSM alone significantly induced IL-6 and MCP-1 while inhibiting IL-8 and GROα in RASFC and HMVEC culture supernatants, compared to basal control. OSM alone induced RANTES expression in HMVEC with little effect observed for RASFC. OSM potentiated the effect of increasing concentrations of TNFα on IL-6 and MCP-1 secretion from RASFC and HMVEC. Conversely OSM significantly inhibited TNFα-induced IL-8 and GROα secretion from both RASFC and HMVEC. Interestingly, OSM significantly inhibited TNFa-induced RANTES expression in HMVEC yet conversely potentiated this effect in RASFC. At a functional level, OSM induced both RASFC and HMVEC invasion and induced network formation and VEGF expression in HMVEC. OSM significantly induced Notch-1 in RASFC and HMVEC in a time dependent manner, but interestingly differentially regulated the Notch-1 ligands, with induction of Jag-1 only observed in RASFC, and induction of DLL-4 only observed in HMVEC. Finally OSM differentially regulated Notch-1 downstream transcriptional repressors in HMVEC, significantly inducing Hey-2 while simultaneously inhibiting Hey-1. Conclusions: OSM is a pleiotropic cytokine that displays divergent effects with both pro-and anti-inflammatory mechanisms within the inflamed joint, effects that appear to be dependent on cell type and the inflammatory microenvironment. Background: Pathological bone formation associated with spondyloarthropathies (SpA) is a major cause of structural tissue damage causing permanent disability. A paucity of in vitro models that faithfully replicate human skeletal biology has impeded research into the cellular and molecular triggers for this osteoimmunological phenomenon. Nevertheless, clinical and animal studies have defined IL-17 signalling as a key regulator of SpA disease; however, the role of IL-17 in bone pathology is unclear. IL-17-producing γδ-T cells have a critical function in periosteal bone formation for fracture repair 1 . The periosteum has also been implicated in pathological bone formation during SpA disease progression 2 . Objectives: To investigate IL-17 signalling in the context of pathological bone formation using a biomimetic human periosteum derived stem cell (hPDSC) model of osteogenic differentiation. Methods: hPDSCs were obtained through enzymatic digestion of periosteal biopsies from patients undergoing orthopaedic surgery. Expanded cultures were then treated with recombinant human IL-17A, IL-17F, or both over 96h. The expression of gene markers was then evaluated. Alternatively, hPDSCs were stimulated using a biomimetic protocol in combination with IL-17A and IL-17F, or human T-cell supernatants (SNs) (as a surrogate disease-like inflammatory milieu). Antibodies with strong-affinity to IL-17A, IL-17F, or bimekizumab (a humanised monoclonal IgG1 antibody with strong affinity for both IL-17A and IL-17F) were used to define the role of these cytokines in the SNs. Expression of osteogenic markers and matrix mineralisation was assessed to define in vitro bone formation. Results: Under basal conditions IL-17A and IL-17F significantly up-regulated IL-6 expression. Additionally, IL-17A and IL-17F transiently enhanced the expression of the osteogenic transcription factor RUNX-2. When IL-17 cytokines were combined in a biomimetic differentiation protocol, both IL-17A and IL-17F promoted osteogenic differentiation. Importantly, IL-17F enhanced the expression of most osteogenic markers to a greater extent than IL-17A alone following 9 days' exposure. Conversely, IL-17A treatment resulted in elevated in vitro mineralisation vs IL-17F. Th17 and γδ-T cell SNs potently enhanced hPDSC osteogenic differentiation and mineralisation. Whilst IL-6 expression and in vitro bone formation were blocked by neutralisation of IL-17A or IL-17F, dual neutralisation of IL-17A and IL-17F in the inflammatory milieu exhibited the greatest effect on most of the tested parameters. Conclusions: These data show that both IL-17A and IL-17F enhance in vitro osteogenic differentiation and bone formation from hPDSCs. The source of these cytokines has not been established but is likely to involve entheseal resident γδ-T cells. We propose that following their release, IL-17A and IL-17F drive pathological bone formation resulting in enthesophytes at the enthesis/periosteum interface. Current therapeutics display limited efficacy in blocking enthesophyte formation, hence inhibition of both IL-17A and IL-17F offers an attractive therapeutic strategy to prevent this debilitating feature of SpA.
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